CENTER FOR DRUG EVALUA‘TION AND RESEARCH

APPLICATION NUMBER: 75-253

PRINTED LABELING




Ty

9p~¢192~82¢0

TUNYG.
6%%” 0‘?

“(uwsy) bmmmmoaﬁ '
suipidofsy i Adwiei jo twous B
PUIRIIUL 1] WRHUIEGL §J0/05 BUI|USEQ
oM ASAD pRULIDHES G {ERURIL
(1uno3 wweid Buipnidu)) £380 WL I

s peUyap e JauieIuod weistsas by |

Bugez apuioy:
SNIY.

NDC 0228-2613-06

TICLOPIDINE
HYDROCHLORIDE

TABLETS

PUREFPAC

USUAL DOSAGE: One tablet two times 3
See package insert tor tull prescribing i
Stote at controlled Foam temperatute 15
{59°-86°F).

IMPORTANT: Dispense enciosed Patiel
with prescription.

Manutactured by:
PUREPAC PHARMACEUTICAL CO.

Etizabeth, NJ 07207 USA

P

v o
Lige R R

. NDC0228-2613-06

-
0

inird month of ther;
-«mm, Insert)
- 20)
SAMPILE

[l

J

Ayl

|

3




»¥

oy

S e

90-£192-8220

Tnnawi

[T
S0y e

g nsr.un\_teuu. ’ f

duipdapi yum bieisyl jo yow pug i pes-ag iy

B o 14
{1 mtye Beipagzan) 1390 s ey L ¥ g
UFPRUSED SE RUIH0D HeelSiSai-igbi .
Bui ez i gl 4
Sy 1
s &)
&
2 =
@ =4
8 2O
2 Z 3
= Jumay H
=
@) P C
Tl 20w
Cxtr o}
p— DE £ §
Sxd gt
=T o

USUAL DOSAGE: One tablet two times a gy
See package insert tor full prescribing
Store at controlied room temperaty
{69--86F).

IMPORTANT: Dispense enctosed Pati
with prescription.

Mamifactured by
PUREPAG PHARMACEUTICAL CO
EHizabeth, NJ 07207 USA
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IMPORTANT INFORMATION
ABOUT TICLOPIDINE

+'YDROCHLORIDE
TABLETS

Rmua~Anousi 1998

The intormation in this igafier js
intended 10 help you use ticlopidine

leatiet caretully - Although jt does not
Comtain all the detaileq medical infor-
Malion- that ' provided 1o your doctor,
it provides tacys about ticiopidine
hydrochiorige that are important tor
YU 10 know. It you stil] have questions
after reading this laatle! o7 if you have
Guestions at any tima auring. your
treatment with ticlopidine hydrochio.
rige. check with your doctor:

Special Warning: for Users "ol
Ticlopiding mummmum-unm
B : Ticlopiding hydrochiorige
Is recommenced to help reduce your
risk ot having a stroke, byt only for
Patients who have hag 3 stroke or early

Stroke warning Symploms-whiie pp .

aSpinin, of for thoge who have these
Symptoms but are intolerant or aliergic
1o aspirin.

Ticlopidine hydrochioride ‘is not
Prescribed for those who can take
ASpitin to prevent 3 stroke because

(8- condition caeg neutiopania). This
OCEUrs in about 2 49 (1 in 40) ot
Peopie on iciopading. You Shoutd he on
the lookout for signs. of infection such
as fever. chills or sore throat, It thg
problem is: caught garly, it can aimoy!
always be reversed, but it undetected it
tan be fata!

Another probiem that has occurred in
some palients laking ticiopidine isa
decrease in cells calied platelers (2
tondition called tmombocy!ovenia)
This: may. oeur as part of a syndrome
that includes mjury 1o reg dioog cells,
Causing anemia, kioney abnormalities,
neurologic chanpes and fever This
condition is calied TTP ang can be fatal,

hings YOu Should watch for as
possible early Signs of TYP are yeilow
SKin or ‘eys color, pinpoint gots (rash)
on the skin. pate color Tever, weakness
on 3 5kie of the body, o dark urine, I
any of hess oceur, sonteet your doc-
for immediataty.

Both complications OLLUr most
frequently-in the first 90 days apter
ticlopidine hydrochionde is started. To

, make §ure you don't tevalop either of
= these probiams.

(e hyaochic e and the gyery 2

::"cjnnm' I hydrochioride. detecteg,
ticlopidine hydrochloride can cause- uttopenia snd mrombomopema can

Iife-lhrmening blood problems
Getting your blood tests done and
reporting. symptoms 19 your doctor ag
3000 35 possibie can avold serigug
complications,

The white calis of the blood that tight
infaction may arop to dangerous leveis

aImost atways be feversed. it is psgen.
CINa) that YOu keep your appointments
2ot the blood tests and that yoy ¢a)f
~IYour- doctor immediately if You have
any indication thaj YOU may have TTp
Or neutropenia. iy you stop taking
ticlopidine hydrochicride for any
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reason within the first 3 months, you
will still need to have your biood tested
for an agditional 2 weeks after you have
stopped taking ticlopidine hydeochioride.
Dinar Warnings and Pratavtions: A
few people miay deveiop jaundice whil
being- treated with ticlopidine
hydrochloride: The signs of jaundice
are yellowing of the skin or the whites
of the eyes of tonsistent darkening of
the uring ot lightening in the colot of
the stools. These symptoms should be
reportéd 10 your physician promptly. ¥
any of the symptoms described adove
for neutropanis; TTP of jsundice
occul, contact your dostor immoti:
ately:

Ticlopidine hydrochloride should be
used qnly as directed by your doctor.
Do not give ticlopiding hydrochioride to
anyone . elsé Kesp  ticlopidine
hytrochioride out o rasch of ehildran!

Some people may have such side
attects as diarrhea, skin rash, stomach
or intestinal discomtort. 1t any of these
problems are persistent, of il you are
concerned about them, bring them 10
yout goctors atention.

It may take longer than usual to stop
bleeding when taking ticlopidine
hydrochloride. Tell your doctor it you
have any more bieeding of bruising
{han usual, and. it you have emergency
surgery. ba sure to let your doctot or
dentist know that you are 1aking
ticiopidine hydrochloride. Also; tell
your doctor well in advance of any
planned surgery (including tooth
extraction); because he or she may
recommend thal you stop taking

I AN ~

4 A4 iy

How Ticlopidine Hydrochioride Works:
& ‘stroke oceuts when a tlot {of
thrombus) forms in 2 blood vessel in
the. brain or forms in another part of
the body and braaks off, then Travels 10
he brain:(an embolus). in both cases
the biood supply 0 pant of the brain is
biocked and that part of the brain is
damaged. Ticlopidine hydrochioride
works by making the blood less likely
1o clot; although not so fiuch tess that
it causes you 10 become fikely to blead,
unless you have a bleeding disoraer of
some injury (such'as a bleeding ulcer
of the stomach of intestine) thal s
especially hikely 10 bleed.

Who Should Not Take Ticlopidine
Hydro:hmrido? Contact your doctor
imimediately and } i

+'you have an allergic reacuon 10 ticlo-
pidine nhydrochloride

+ you have 4 blood disorder or a ser
ous bleeding problem, such as a
bleeding stomach vicer

+ you have previously baen told you
had TTP

+ you have severe fiver dissase of other
liver problems

+you afe pregnant of you are planning
to become pregnant

+you are breastteeding

Manutactured by '
PUREPAG PRARMACEUTICAL €0.
Elizabisth, NJ 07207 USA

Revised —Augus! 1998
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SHverEe resclinas, weliading
W worpers (TTP).

Neutropenia/a, IPLIOEY ORI Aisony 2048 Fabents ik thinical Wials Sers Were 60 tavEs (1 %) of
uropehix lmt"l:n 1200 weutwmIOIm), and e Bevtrophil cannt oS balew BRI B 17 of
10.

Shase pationts (0.8% of e total Bowstation).
Y‘Tﬁ:bnmﬂhﬁmﬂm BE PUTBUIE WHE repoied dun SHi) Wials, Baned o0
posimarkaling dsta. US physitiim BoUt 100 Eanes between vm P07 Baed ok un eati-
TAlk0 Batiani sxparurs of 2 millen & 4 million snd m-mu;,"n SYEDT raporting aih o 0% (the vy
ralg umlnmLmlMﬂw»mnaW Mhnnhuumnmw
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EItmesi eharacintisiies: During ew tirnt 3 MORINS 6F frunimeni, pationts FOLRIvINg Litinpi
rochionigs mest. Mo, 8 hemitologically sng clinically monitoiwd ior ovilancy of

o TTP It aivy such v y LT

ndence Showid b y X
The daisciion and iresiment of Wiopaine. Esaociime NmSIDIopich Biverke TRECUGN Br forther
bad sider WARMINGS

_?ESCNI'T’ON. e 2 4567
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Tictopidine Mytirochioride i » WRAE Stystaiine solio i 1 fréely SOIDIE iti water ang seit-butlers 102 pH of
36 I aiso dissoves lreely in methgnol « 5D3NNgly sdluble 1 methyiene Chiorioe 3ng ethano:, SUQNIlY $olubls
10 4CRLONE ANG INSOIUMIIE if 2 buMer Soiuhon oi pH 6.3 M has a molecular weight ol 300,25

Ticiopione hyorochlorge 13DIeTS tor oral adminitiation CONtIN. 250 g of Iiopiine Pyorochirge. in
a00mon. each tabie! tontaing the Koiow:ng inactive Ingreaients: calcium stearate. coloiial SR Duoxide

i oY) Celiviose. ypropy! . lactose )

microcystaling ceitulose poiyoentose. polyethylene Glycol. anivm dioxide, ang nacetn
CLINICAL PHARMACOLOGY:

iem of Action: When taken onaly.. ilopidine hydrochioride CIUSES ¥ firte-ang Bose-Oependent
INNIIGN o1 boTA platesel AOrEOatien anc reieass of buaneier granuie COnShtuents. a8 weir g3 2 Dbroionganon o!
bleeding tme Yhe intact Grug has #o sigbicant VIFD ANy Bt the Concentrations. atained 11 vy, and
#though analysis o uring ang DlaSa ingales at wast 20 hEtabohies. no metabolite whih JLCOUNtS for the
Fclity o iclopidine has been sotated

Ticiopiine hydrochioride, attér orai WGRSHIOR. inlerleres with pliteler membrane funciion by bty
ADP-inducad plateler-bnnogan binding ang Subsaguen) platelet-plateler Interactions. The etect on Distere]
function is irreversible for e life of the putelel. as shown both by persistent inmibirion Of hbrinoger hino
ahter washing plateiess #x vivo and By whidition of plileist WQreganon sher TESURDENBION of pigtelets 10
buttered medium

P and M Atiee prai ot & Singie 250-my. dose hciopiding
hydrohiorive 15 rapidty SUSOrDed With paak plasina ievels ocourhng at AOPIOXIMAElY 2 houts sher ey and
1S exiensively mitaboiizea. Absorphion 1 greater that B0%: Admimstraiion ter Hedls resuite n 8 20%
ncrease in the ‘AuIC o! tciopioing

Ticlopiging hydrochionde OSPRays noninear pharmacokinetics any Citdrance detreases frarkedly on
TeDeaten dosing - in piger volunteers the appacert hall-fite of nelopiing atie a Sifgie 250:my dose 18 about
12.6 hours: with repeal G0SINg at 250 My bud' the teriinal ehimination hatt-tde reses 194 13 5 days a00 sieady:
SIae leveis of 1ioiding hyBrochionse in plasmg are obtained atter approximately 14 to 21 qays

Ticiopidine matochiorioe bings FEVEInIbly [96%) 10 plasma proteins, Maibly 1o serum alurmin and kpapro-
fens. The binding to aibumin ang overa ange. Ticiopidine a
ngs 16 aipha * acig Givtoprotein. A LONCENIFINIONS JNAINED With the recommended dose. oty 15% o kess
Helopiding 1n plasrina 1s bound t s oo

Ticlopichne fvdtochiotice s metabolizag exignsively by the iver: only ltace amounta of intae 3 pie
Delectes in the ynng Foliowing an-oral dose ol Tadioactive ticlopidine hydrochionge Hiministered i solahon
80% of the radwactrviy 1 TRCOVEred in the unne and.23% in the teces, Appraximatel 173 of the HOsE gxSieteg
In the feces is ittt helopigine yorochionde. possibly excreted in The bile. Ticlopiding yarochionde 2 mingr
componen n plasma (5%) atter 3 $Inge dose. bl sl Steady-s1aie 1w the ‘major component (15%,)
Approvimately 40% to 50% gt the raoacive matabolies Circulating in plasma are Covaienily bound 1o plas-
ma proteins. probably by atyiation

Clearance of neispioine decreases with age. Steady-state ough vaives sioerly patents (imaan age 70
YEars) are aboul twice those Younger volunteer populationg.
Hepaticaily impaired Patients: The ettect of dectaased hepatic funcion on e pharmacokimetics of
hiclopiding hydroctionde was Studied n 17 patiettts with advanced CitThosis The average plasmy concentrinon
of tclopiding in these Submcts was SHGDUy hugher than that seen n oioet subrects 3 BRPRIME Fiai (see
CONTRAINDICATIONS )

Renally impaired Potients: Patients with mildly {Cer 5015 80 mL/min) e moserately (Cer 20 1o
50 mL/min) impatrad renal funetion were comaared to noimal subyects (Cer 80 1o 150 ML/} 0 & $tuoy of me
and piaieter y etects of ticlopidine Dygrochiuride (250 ag tad) for 19 divs

Ci of Rt tivprtine were measured atter 2 single 250-mg oose ad atier the
final 250-my tose oh Day 11
AUC vatues of nelopigine nereased By 28% and 60% i i aid

37
dilterences 1n ADP-in i
siamificant profongation only in the Modetate'y impaired panents
AIICS: In hdlthy volunteers pvei the B¢ of S0. substantial inhidktion fover 50%) i ADP-
Induceo platele! ATrEGation & delected wathis 4 days attet sdministration ot Uictopidine hygrachiange 250 mg
bid. ang maximum plateke! 20gregation intadingn (608, to 70%) ts achieved atter 815711 Hays: | ower
Cause less. ang more deiayed platelel ago-egition infubition. wiie doses above 250 rggobud Prve e
addiional etect on plateiet Q0TERANDN bt 5 increassg Tae bt adverse shects. The dode of NG b s the
only BOSE thal has been evaluated i controfed hinical thais
Ater g of Lclopisine - bieeding tne and other plateiet function Wit reurn 1o
DOrma: within 2 weeks. in the TRONYY bt patents
Al the recommendsn herapetic dose (250 Y did). hickopigrie Mydrochionoe has no kvown Sphiticant
pharmacoigical actions in man other than tdinon of Dlateiel tunction and prolongaton of e bisging tme
CLINICAL TRIALS:
Tne ettect of tciopidine oh the ik of gtroae and cardiovaseyiar BVERIS Was Studied 1 two mulnieerier
1aNdomizes. doubks-blind trats
1. Study in Patients Elmlg Sirods Precursors in 1ridl eoMmpanig Dekomsine aspirin | The
Ticioowine Aspirin Stroke Stuay or T S). 306 batents (1987 men 1087 WOMEN} who N0 experenced Such
STOKE Drecursors as transient schemic artyen (TIA) teansient MOROCLI3Y blingress (Fmauross tugax),
~

Over the gurahos of the Study. Hclopioine Rydrochiarige sionificantly reduced the nisk of {atat ang nontatal
SHOkE by 24% (p < O11) rom 181 1n 13 § e 100 patienits totiowsd lor 5 YEaTs. COMPared 1o aspiri Duting
the hrst year. when the nsa of Sirohe s greates e FEJULtion m nsk of siroke (tatal ang nontatal} comparet
10 38pinn was 48%.: the reduction WS ST i R i women,

2. Study in Palisnts’ Wi Rad & Compiied Atherothrombotic Btroke: na i comparing
Tietopigine with piacedo (The Canagdian Amierca Tickopiine Study or CATS) 1073 patiants wha Bad gxpen
cncea; DIEViOUs athertthrombotc siroky Wwere realed with Niclapidine hydrochionde 250 my bid O BlCRbo tor
up 16 3 years

Tictopidine hydrochiorioe signihicantly reduced ¢ averall nsk of stioke by 24% (5« 017) from 24§ 1o 15§
et 100 panents foilowes for 3 YERS. COMPares to placeds. During the firey YRAT the' FAAUCHDN 10 Tieh b1 fatal
and nortatal stroke over placebo was 33% ;

24 s

INDICATIONS AND USAGE:
Ticlopiine hygrochionde indcated o reduce the risk ot thromibatic Stoke fatat of nbmatal) i Batients who
1SOPS. and i patients who have had & compieted thromboiie Stroke:
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2. Study in Patienis Who Nad a Completed Atherothrombotic Stroke: I 3 1Hiai companng
licloniowne with diatebo (The Canadian Amencan Tielopiditie Study or CATSY 1073 patients who had eaper:-
Biced 5 Drevious RNETONIGMbONE S1roke Were tieated with Beiopiihe RyBochione 250 Mg g Of piaceda for
up to 3 years

Ticlopioine hvdrochiorse signiicantty feouCEd Ihe overall risk of siroke by 24% (p's ‘017 trom 24 610 18 §
Per 100 panents tonowed 16 3 y8ars: compares 1 bRLedo During 1he tirst yeae the reduction in ngk of tatal
AND NONfalal strodke over placebo was 33%
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INDICATIONS AND USAGE;

Trcigpigine Rydrochionde 18 CEES 10 TeBUCE The #isk of Mrombotic Siroke iatal or hontatal} i patients whso
BaVE EXDENENCEG SITOAE DIECUTSONS, AR in BeNENS who Nave had 7 COMDIETad T0TOMBONC ST10ke

Because ticiopwhne Myorachionoe i assocaled wirh 3 nsk of bie-ihreatening blood OVSETRSs nCluding
hrombatie Irombocvioperic purpra (TP} ang PeutioDenA/aGaNUICYIOStS 1see BOXED. WARNING -and
WARNINGS . 1iciogidine hyorochionde should De ne2TvES 101 Ba1entS who aTe intokerant or HRK 1D 38PN
he:apy or who have tanea asiinn therapy. .
CONTRAINDICATIONS:
The use of elopaine Rvorochionoe contraindicated in the foliowing condmions
* Hypersensitily 10 the grug
* Presence of hematopoiens BEoGees Sich 25 newtropEnia and thrombocyIopenia or ¥ past nistory of TP
« Presence ot a hemostatic disbioer OF Bchve battiogKai biesdiing (such a8 Diesting pephic uicet or stracranial

bleading)

« Patients with severe iivet smpartrent

WARNINGS:

H N My OCCUr SUddenly Bome-mariow xatmii
1auon lypically SNows 3 1educhon in myeioid pracursars: Afie: withdrawal ol hciopidine, the neurophi Count
usually 1tses 10 >1200:/mms withit: 116 3 weeks
T pema. Rarely My OCEU! i iSalakion ot 1ogeiner with neuiFogeni
Thrombonc Thrombocytopenic Purpusa (TP TTP » by

hemoivtic shemia (schistocytes [fragmented RBCs) seen on penpheral Smear} nuuvoloqiul hngings. renal

thrombosis in panents with TTP on 1iclopioine. they should. il Bossibw. be avoidei
Monnorng for Hematolopd Adverse Reactions Starting just betore tihating ireatment and continying
{nrougn the thirg month of therapy -patients recewing teiopidine Nydrochionde must oe monitored every 7
weeks Because 0! iiciopoine’s fong p@sma katife patients who HISCONTINGE BCopIdNe duriig this 3-manth
Period Should continug 10 be monitores for 7 weeks afer More trequent . and
monicring aner Ine lirst 3 monihs of Merapy s mecessary only T AL with ingal K05 feg. Sins or
Symproms suggestive of intection) or laboratory signs (&g, heutfaphil count ess than 70% of the baseline
COUM GeCrease in hematoct ot piatelet Court) INal SUgges! IREIBR hematological sdverse reaciin

Ciimicaily. fever ughi Sugpesy simer neutroperia or TTR. TTP mmgh also be SUQUeStES by weakiess. palior
Pefechiae o° putura vark urine (due 10 BIoGL. bike DIgRENTS. o Bemogiabint or RUNGiCe. Of AeurolKal
thanges Palients should be 1010 to trsconninye ziopidine nydrothionde and 1o contact the physician
\mmediaiely ugan the ocrurence of ary of tese indings

Lavoratory ynoniioring Shoalg inciude a compiete diood counl, with Speciat atiention t e absolute neu:
Trophi count (WBC ¥ S neulsophvis) platelét tount, and the agpearanice of the peripneral smear. Txidbiding 15
otcasianally associatéd win thiombocytopend unreiated 1o TTP. Any atute. uhexpiainey reduetion
hemoglobin or plateler count shoyly Drampr turther mvestigahon tor a diagnosts of TTP an the appeatante

are laboralory signs of TTP. ot f e Reutrophil count 1 CORNIMRd 1o be < 1200/thm?, then the 01Uy showid be.
oiscontnuer

Other ”-méolook:ﬂ Etlects: Rare cases of agranuiocylosis, PiNCYIDDENLE O ADLASHC BNl have been
TEDOIIEO 1N POStmarkeling experience. Some of whnch have beer fatal; ARl forms of hematological adverse
reactions are potentally fatai
Ci E| Ticlopioine therapy causes incraased serum chovsterol ahg iglye-
erides Seru tofal cholesterol ieveis are increased B% to-10% within 1 month ot therapy and persist at thal
fevel The ralios of the ispoprotsin sublrachions are unchanged

Aniticosgutant Drugs: The tolerance snd satety ot of with
fiepanin oral aNicoagulants of NGNNONLC 208Nts have 1t ben EStabiishes If 2 patient 15 switched trom an
ANKTOAQUIAN! of HBNRGIVIX driRy 1o Iclopidine hydrochionoe. the hormer Arig shoukd be discantinued pnor 1o
neiopiging hydrochionte asmimistration

PRECAUTIONS:

Ganeral: Ticiopiging hyorochiorade should be used wih Caution in panents who may be it risk o incraased

PHARMACIST — DETACH HERE
AND GIVE PATIENT INFORMATION SHEET TO PATIENT
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bieeding o trauma, sirgery or paTnOIOgIcAl Condmons N it & desies 1o SlrNiASIE the asnpdizier ehiacls ui
Ticlopiine HyDrochioroR Dror 1o ewetve SUFQErY  The DPUG Should be BRCOMRGET 16710 14 qays prio: o
surgery. Sevetal conirotied tinicai StidRS have Tound nereased SUTQILE! Piood sy n patiemy ungergoing
Surgery dunng freaiment with hieinpicine In TASS ang CATS 1T was recommencer trit pahenis have
HODidine BISCONNNUEY Drio: 10 BlCIve SUrpery’ Several hungrieg patents GRONWEN Surgery SUNNg the Irars
N0 A0 OXCESSIVE SUTGICY] bleeding wis redbiter

DIONGEC DISEHING tirms 18 normaiied within 2 hours yher 0! 20 my rarige v
Plateie! transfusions mity a:50 bk skt 10 reverse Ihe elett of telupudine hydrocRIONOE 07 bieding - Because
Piateiel anstusIans may JLERTANE INFOMODSIS in Danents with TTP on Liclopiine they shouid 1 possible be
avoied
Gt Biewding: Ticiopidie hvorochiaride Drolongs 1ecplate biesding Time . The Brup $houl e uhed with
CAUNBR n BALLNLS Wh Nave WSIORS With 3 Propensiy 10 bised (such s wicery) Dvu%s‘ has migh) induce Such
WSIDRS Shoula BE SO With CaUNR I Balients on HEiDDIBInE 50 COW'
Use in Hopaticatly Nnpairid Patients: Since ticiopidine 5 metaboliosy by e i tésing of tickipioihe
hyatoctionoe oc iner Origs metabuiize I Ihe Iver May requice achUSIMER] upoD Stafing o StoapIng
CONLOMaNt therapy Because ol Kimiléq BxpETEnce 1h DIIRNIS with Severe hebahic OISEASE: Who may Nave
bieeding dathests INe use of Loopidine hyorochionae 15 noY rECOMMENDED 1n this BODIAION (See
CUINICAL PHARMACOLOGY and CONYRAINDICATIONS )
Une i Renally impaired Patienta: There 18 1iMile0 experience in palients with rens! HIpaTTEN?
Oecraased plasma carance mergased AUG vaioss and Drotonped bieening imes Can occit it renatty impaited
BITENLS I CORIOIRY ChHnal IRl ti UNeTDRCIZS  DIODieMS have besn CALOUNETED 1IN DAty aving mifd
N1 IMPAITINENL. andt Ihere 15 ny Experence with OUSADE A0ILSIMENt 1N Gatienls Wit greater deprees o) renal
Impairment Nevértheiess for renally impairsd batients, it May D neCesaty [0 Tettuce the Dosage of teibmaing

ot discontinue 1} ailogetner it hemorrhagic of h problems sre isee CLINICAL
PHARNMACDLDGY!

Information 1o+ the Metient (ese PPI): Patients Should be 10id thal 4 ecrease = the numiber b! while
oo ceity D! DAateRIS Can ptcur with Tiiopidne Nyarochionoe especialiy

dutg the first-3 months of reaatment and 13t neutiopenia: 1 1t 1S severe- tan TESUN i gh nCreased nsk of
intection Thiy snould be 1040 1 & Entically IMPorant 1o obta the SchEduied blsod 18515 10 detect neyttope-
nia 6 MroMbotylopera Patens $HGUID 150 be TeMinded to CORtACY theit pRySIEaNg it they BEDRIRACE ANY.
INTCATION B! InteChitn SUCh 38 Tever ERilis” OF Sore thioal any of which maght be § conseguerice 0! néyironeria
Thrombocylapana thay be bant ol & synarome caed TTP Symptoms ana Exins of TTR sicn as levee weak-
ness- driticulty Speaking sizures viilowang of Sk of eyes. dark or bioody urine. aNOY of pEEChuse (BINDOIN
hemarmagic spols on he Skn) Shouid be reported immesiately

Al Sanients shouid be 1ol tmat if may take tham ionget than usual o stop blesding when they Take Ticiooidine
hyataehionae and that Wnev shoulg- report ‘any uhusual bleeding 1o (heit ghvsiciar - Pabents shovic 18l
DhySICAans ang- GeNtists that they-are taking ticlopidine hyarochionoe Detore ay surpery % stheduied and
betore any new orug i presenibes

Patients Shoutd be 1010 10 DIoMDIY tepOM Side.‘etects of ticlopidine nydrochioriae such as severe o1
DETSISIENt Durthed. Skin FiShes o SUDCLANEDUS DIEIING Or any Sigs of ERORSWSIS. SLCY as yellow SN of
SCIETE Btk UNnE. 01 bghl-COMOBY 510514

Patients shoutd be Yoid 10 1ake iciomitine hydrochioride with 100d ot just Atver eating i proe to imize
astraitesimal oiscomior
Laborstory Yeats: Livér Functeon Ticlopioine hydrochloride therapy has been ASLOCALED Wil EReVATIONS
0f alkaling phosDhatase and Yransaminases. whith Qeneiaily DCCUITED wiTTin 1 16 4 tonths of Ingrapy smhiation
In controlied chricat lrials the wicwence of glevated alkaine phosphatasa {Grester tan two times upper it
of normal) was 7 6% in tciopidine banents 6% in piacebio patlents and 2 55 1n 38pin: patents The incioence
of slevated AST (SBOT) (greater tnan Ywo times upper i of notmal was 3. 1% i oDk patients 4% in
Placebo pAtENts and 2 1% i aspifin pabents. No progressive \NCragses wre obiseived 1 Ciosely momtorel
chiical trials |80, 10 Iransaminasé greatet Than 10 mes The UBDET LTt of RIMA Was SeeR) Bul Most patients
with These sbnotmaities hao toerapy discontnued, Octasionally Salients hag deveiopen minot sievahons
In Bibtubin

Based on pOSIMATKELND ang Cimta! [hal experence. iver function tesiing inciuding SGPT and BGTE shouly
be WHENEVRT iver 18 suspecied. dunng the hIS1 4 MonThs of treatment
Drug Intersctiona: Therpeutc doses of ticioprine fiydtorhloride taused a 30% sncrsase in the plasma
hait-ide of atitipyrine and may cause analogous eMects on Similarly metabolized drogs Theretore the dose o!
drugs melabiolzed by hepati microsomai enzymes with iow therapetic 1810s ot being given 16 patents with
heDaNC 1Mp3irment may reauite athustmen| to maimain optimal thecapeutic blood kveis when staning or stog:
PIng LONComant therapy with tckopidine. Studies of Specihic dru IntEtactions yieigen ihe tniiowing resis
Aspirit and Dthet NSAIDs: Ticiopiding poréritiates the etiect of aspirin o+ Gidr NSAIDS on piateiel aggiegation
The satery of concomitant use ot ticiapidine with aspivia-or other NSAIDS has not been established Aspinn did
Dot modity Ihe Lekpiirie:mediated inhibition of AUP-inguced piateiet agQrepation. iul NClopioing potentaled
The eftect ot aspiein on cofl et platélel ¥ st ol #spinn ¥0 INIOMONE 1 not
recommenoe (see PRECAUTIONS — GI Blesting, N

Antacids; Of nciopring atter antacids resulted s 30 18% decie se in plasma
leveis of ctogiding
i Chrofie ol reéduced the cidarance of 3 Siagie dose of ticlopidine
hydrochionoe by 50%
ia: G of Yiciapigne

X with digain resoried in a Ehpht decrease approximately
15%) in drgoxin plasma ievels Litie o1 o hange 1n therapeulic etficacy of BN woulo be exaecied

tn normal h ot Wlopihne hydrochisroe resuited in 3
SIUICaNT 1nCrease 1n the theaphyhine elminabion half-le trom B.6 1o 12.2 hours and 3 cornparabie reduction
N 10131 Glasma clearance ol theophylling
Phensharsitel: In 6 narmal volunteers: fhe inhibitory eHects. of liciopigine hydrochionde on piatelel
2QQrEQaNon were not aliered by thiohk: agministration o) phenobarbilal
Phenytoin: in vitrg studes Bemonsirated that Tclomoing dos not alter he Dlasma’ profen inding o! dheny:
Tom However the protein binding wntkractions of tlobiding 383 1S metabioines Rave ROt been sluded in vivo.
Several cases ot eievaled phanyton Blasma ievels wah associatet SOMAOKNCE 2N RINATOY Nave Deen reponed
Tollowing WIth 1CIapiding By Cabtion $hauld be exercrat v cogomimistering this
drug with ciopuiing hyorochionoe -ahd 1 may be usehl (o remeasure phenytoin diood concentranons.

in vitro siudies that ucibpidine does ot aiter \he plasmia nroten mading of
propranglos However the protein dinding intetactions of 1 Ioprime and its elabiciites Nave A00 been stutied
in vive. Cauhion shioutd be exercised i toadministenng 1S 0iig with tclopiding Frydracnic: iy
Othar Concomilant Yheray: Athough Speciltc interaction stuties Wete ot periormed W Ciinkal Stuges.
heclopioie hydrochioride was used concomianlly with Deta blockers T ANl bockers ant diurelics
without evigence of eunically sgniticant agverse intesaciions (see PRECAUTIONS )
Food intersction: The ora) bisavariability of belopidme 15 incressed by 20% when jaken afier a meal

oot 0 haximize tolerance

ot | with loog ¥

In confrolied tals. helopidine hyBrochionae was aken with meas
[ Murtagi of FertiiRy: |na 2-year otal carcisopericity stiidy n rats
ticlopdine a1 daily doses of up to 100 m/kg 1610 myiml) was wot tumargenic For 3 7(-kg person 11 73m’
body surtace area) the dose represefits 14 times the FeCOMIMeNDed ¢hmital ose on 4 Mgy basis and two
mes the chinical dose on bOGY Surlace area basis 1N & 78-wiek oral CAICINGQENIKItY SIudy i mice. holopidne.
at darly 00ses up to 275 mg/kg (1180 myim?y was ot Wmorigenic. The: dose reprexents 40 hmes the
recommended ciinical dose ot a mY/KQ bass ant our Times the clinical Gose on DUy Suttace area bas:s

Ticlopiome wis noy MRLIRENIC in Vilro i the Arnes tes]. tal as%ay o1 the Ci
ster HiDFobiast chiomoSomal aberrahon 1est. br-in vy in fhe Mouse SBENmATazoN morphotogy test. the
G L. or the Ch h; ™ {1 g exchange test
Ticiopidine was lound 1o have no etiect on fertikly of make and lerhale Tafy at oval 0058s up T 400 Mo/ say
Pregrancy: EMwets: Preghancy: Lalegory B Teraloiogy Studies have deen condueted m fmice
(doses up to 200 my/kgiday). rats {doses up to 400 mo/kg/iday) 3nd 1abDIS Lses o 10 00 mgkg/oay)
Doses ot 400 meykp i rats. 200 mgZkgrday in mice and 100 mg/kg 1h rabtns produced raterngl loxicity as.
well a5 letal toncty. binl thete was no evioence 6l 3 IEralogenic potentia! of ficiopidine Inare are howeve: no
adequate 3nd well-Controlied Sluties 1 preghant wamen Because animal TERrodustion sludes dre not aiways
preuichve 61 2 human response. Iis drisg shovid be used Qu7ing pregaancy only 1 Cha ity neeteg
Nursing Mothers: Siudies in rats Nave showd liclopidine is exeréted in the milk 1115 not known whathet this
0rup 18 ExCrIEd in human milk. Because many dtugs ate extreled in Noman Mk and because of the potennal
for SETIUS alverse reactions (v nursing intants trom iclipioine, a derisian shovld be made whether 1o
ThSCONNAUE NUISING D 10 Bsconhife the drug. Takif' ihta accourt Ihe imporance of the drug to 1he mother
Pedlstric Use: Sakety and etlectwengss in psdiatric Dalients have not been Estabihed

Geriatric Usa: Ciearance of ticlopiding is Somewnat ower iy eldely patients and trough ieveis are increased
The maor clcal 1ais with HCigpighing hydrochidnde were conducted m an eiderly populatitn with an average
age of 64 vears DI the total number of panents in'the Therapeunic trals- 45% of patients wete Gver 65 yaars olg
200 12% wete over 75 vears old No overali dierences in EHRCOVENESS 01 Sa1Ery wete ObsE-ved between these
DAnenIs and vounger patienis. and other reported chnical experiance has not Wentiied difeenzes in reEDONSES
between the eiderty and younger palients. but greater S2nsdwity of Some didkt WTVIGUAS EANOLBE ruked out
ADVERSE REACTIONS:
Aaverse reacuons were relaively frequent with over 50% ot palients TEDOTING 3T NS ONe Mot {30% to 40%
involved Ihe gasirointestinal ract Most adverse stlects are milg bul 21% of patenits grsconinued Ihezapy
because of an adverse even! principally tiarthes rash nausea. vomiting. G) pars and neutropema Most
averse eferts occur early b the COUISE DY 1TeGtmEnt bul & hew oNsel of stverse eNects can occur aher
several months

The sacioence fales of adverse evenis listed in the fallowing lable weie derved trom multicentar controlied
Chmcal 17115 descrbed above COMparing tclomidine Nydrochionoe. PAcedd and aspiin ove: Study periods of
up 1o § B years. Adverse evenis considered by the (veshyator to be probably Q- related tha occurres n at
feast 1% of patients trealed wiin tciopidine hydrochionde are shown in the following 1idie

Percent ol Patients Wit Averse Events in Controued Studies
Tickupigine Hydrochionde Aspin Piacebo
ine204B; (1215273 ine536)
Event Incidente Incwsence Iacioence
Any Evenls 80.0i20°9; 532¢145) HIB 1
Darrhea 12516 3 520181 451
Naises 70026 621141 1709
Dyspépsia RZERT) 90i20) U902}
Rash 5134) 15(08) 08108
G Pain 37119 56127) 13104)
Neutropenia 24013 08101y 11104y
Purpura 22002 16101 A0i0n
Vomiting 19114 14095 08041
Flalukence: 155 14{0.3) 0000
Pruntus 1308 03101} 00700y
Duznriess 17(04; 05¢04) 0000}
Anorexia 10104; 0510.3) 0000
Abnortial Liver
Funthon test 10107 03003 00100}

iicsdence bf discontinuation tepardiess of rEFIGASNG 1 herapy. 1§ Shown i parentheses
2 TTP (se¢ BOXED WARNING and WARMINGS) agranuiocytosis

£osmoplia Pancytopend IroMDOCYIDS!S anD bone: Maritw depresson have been repared
i Ticlopwine i0€ 1hetapy has been associates with a vanety of fastroimtesting:
compamms including diarrhea and nauses The inajorty of cases aie mig” bt aboy! 13% of palients giscantin:
UEd theraby becaust of these They usually ocour within 3 monthes st 1ninanhgn of therapy and tymeaiy are
Tes0ived Within 1 10 2 weeks without dISCORDRUENDS of INerapy I the eert 1y SEVETE O persistent therg.

[y ShoUld be giscantinued 1n some tases of severe o bioody diarthes ¢ was iater-diagnosed

Hemorrhagic: ¥ an s st N -




Duaties WHBS EFREES R

Nausea 7.0126) 62119 1706
Dyvspepsia 78001 §020 09ib2i

Rash 51034 151081 0809

Gl Pair 17018 56(27i 1310 4; !
Neutropenia 247t 080N 11 ar

Puroura 221021 1610 1: 001G I
Vomiting 1814 13(09: 0904,
Flatuignce 5aon 14100 Rl
Prurus 13{08) 03101 R
Dizzingss LAR(TI 05104 G010
Andrexia Wi 050n 00100 ’
Abhormal Liver

Function st 107y 03103 00100

hicidence bf ORCOMLNGALOT. tepardiess ot relanonship o therapy 18 shown in patentheses
TP (see BOXED WARKING anid WARNINGS_ agranuiocviosts
ang have been reporied
Ticlopigvie therpy has been asSOCtEd with 3 Varien of pastrointesting
complaints MCIBInG giarehes anc nausea: The Manty of Cases are mild but about 13% of panents discont:+:
VRO therapy DECaUSE OF Piwse Tnev usualy occur within3 moniths of imation ot 1hetaoy ang Fpicaiv ate
resofved withics 1 10. 2 waeks withoul DISConTnLation o) Iherapy I the eftect 15 severe of persisient. thera:
v Shoutd b BisconvmuEg. 1 Some Cases ol Severe Ot bIOODY Tiarthea cOMIS Was later Giagnoses
gic: de has been Wilh InCrédseg Deed:ng spontaneous
POSHIILMANG DieeDding A periaPeritive DIELOING INCILONG But PO iMited 10 QasTromesiinal bieeding 1t hgy
also been agsociaten with 3 fumber of bleeding LOMBILANONS suth as Bcehymokis. epistaxss Mematuria
and conuntiivat hemorrhage
Infracersbral bieeting Wt fare W EURiCl Triais with tciopvdine hydrochiande wiih 3 incigence ho greater
than thay seen wirk compatiior agents (liciopiding 0 5%, aspirn 0 6%. placebo 0 75%) it nas also peen
tepOTIED POSIMAIKENiY
Rash: Tiiopidine has beer asacated with 3 MACUIODADLIA! O LGNS rash (OREn with pruritus) Rash usuialty
OCCUrS within 3 MOATEG 0t Wnialon Bf 1B6aDY With 3 Fean onset ume of 33 days. it i) & discomtnued
RCOVEry DOCUTY Wiltie severa: davs MAfiy rashies’ 8o not recur on iy rethatienge. There have been rare
1EDONS Of Severe 1aangy « § Steveris-donnson synarore eryinema miltiorme and extobate permatits
Cinical agverse experences occuriing i

Less Fragy Advires
0.5% 16 1% OF Batents ¥ the conmsoted thals ncluge

Digesiioe System 61 4otiness
Skin grid Appendages urticaria
Nervous Svstem Besdacne
Bogy 35 8 Whoie. 5ema pain
Hemostatic Sysiem epistanis
Speciat Sensey ey

i aUditeon rarer relalivety SvUS evENIS Rave aiso been reparted tom postmarketing expernce” Hemonhc

anemia with FEUCUIDCVIDN'S: 2DIASTC aneima IMMmuTie thrombOCVIODEMA  hapaiis. nepalocelulat Bundice
CROISIANE JAUNGICE: NEBNC MPCrosis DEDIC Uicel. fenat lasute PRGN Syngrome hypbnatremia vascuntcs
Sepsis. INGICLIEMa e[ PNEUMOMIIE, SYSTEMIL Wwpus (posilive ANA} DENphersi neutopainy serumt
Sickness. arthranathy, ang myouns
OVERDOSAGE:
One case of gelibeiate overoosage with iiciopidine tydrocflorids 1as been reparted by a fofeigh gostmarketng
Surveance pmgum A 38-year-0it maie 100k @ Single 6000-my dose of Hciopidine hyarochionce eguvaent
to 24 standatd 250:my tabliets: The only aBnoFMlIeS 1EONEE WEre (NCTR3sed bieeding tme ang mrreased
SGPY. NG speciai therapy was stiyted dnd the panent recovered winout sequeias

Singke ora) poses Gt ncivginng 2! 1600 Mgy and 500 tgikp were WAt 0 Tats ang rute- respectively
Symproms of acute 10xeitv were Gi heiorihage - convuisions. hvpotnermia ayspnea. 10ss o) equiibrum ang
abnormal gait
DOSAGE AND ADMINTS TRATION:

Tha recomrwnged oose 61 iciopunne hydiochionoe 18 250 my o taken with 1608, Othér doses have Aot beer.

Stdied 1K EBNIFOURS 1rdls tor Inese indieations

HOW SUPPLIED:

Ticiopitine Mytrbehionide Tabiets are supptied as foilows

250 my — Each unseorea wite oval i coated tabié) gEDOSSEd with 4 on“one Side and £, on the aihet
contans 250 g of Ticiopiging Mydrochionde: Tablets aré supphed w botties of 30 (NDC 0228-
2613-03r 60 INDL 0228-2613-06). and 100 INDC 6228-2613-11}

Dispense in 4 tight hgnt-resistant Comaingt as getines 1 ine USP

State a1 cintrolied room temperatore 15°-30°C (59%86°F1

Ronly

Marutactured by
PUREPAC PHARMACEUTICAL £O
Enzavetn NJ 07207 USA 40-8823 Revised = August 1999

PHARMACIST -— DETACH HERE
AND GIVE PATIENT INFORMATION SHEET TO PATIENT
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